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CLAIMS . 



49 (Amended) A kit according to claim 32, wherein said detecting means 
unbound labeled or unlabel TSH. 




57 . tended) A » according to Calm 32, wherein said detecrtng means 
are capable of detecting .abeled or un.abe.ed TSH antagon.st bound to 
^eceptpran^^ - 



63 (NV) A method of screening a samp.e of body f.uid for antibodies 
t0 (i ) a TSH^Lptor. or (II) at least a TSH receptor fragment, which method 
comprises: \ & ^ Qf (j) a TSH receptor or at .east a TSH 

\ \ m TSH receptor or (ii) TSH receptor fragment each having 

:r r^px rX. — . — — - - » 

TSH receptor or (,,, ™h\-~ « - <° - " " 

said second epitope region; 

(b) providing .east one antibody, or fragment thereof, capable of 

\ • t in T^H receDtor or (ii) TSH receptor 
binding to said second epitope region of said (.) TSH receptor 

fragment; 

(c) contacting said \tSH receptor or (ii) TSH receptor fragment 
as provided by step (a) with at .east saW of body f,id being screened and 
said antibody as provided by step (b), so a\to allow: 



USSN: 09/494,751 

Attorney Docket No: 0769.00 1 36 



-3- 



autoantibodies to said (i) TSH receptor or (ii) TSH receptor 
fragment, wh4n present in said sample of body fluid being screened, to bind to said 
first epitope region of said (i) TSH receptor or (ii) TSH receptor fragment; and 

said antibody as provided by step (b) to bind to said second 
epitope region of &aid (i) TSH receptor or (ii) TSH receptor fragment; and 



(d) monitoring binding in step (c) of said autoantibodies and said 
(i) TSH receptor or (ii)\TSH receptor fragment, so as to provide an indication of the 
presence of autoantibodies to said (i) TSH receptor or (ii) TSH receptor fragment, in 
said sample of body fluidVeing screened. 



64. (New) A method according to claim 63, wherein said antibody of step 
(b) comprises a monoclonal^ antibody, or a recombinant antibody, or fragment 
thereof, capable of binding to s v aid second epitope region of said (i) TSH receptor or 
(ii) TSH receptor fragment. 




65. (New) A method aopording to claim 63, wherein said antibody of step 
(b) comprises a monoclonal antibody or fragment thereof obtainable by the 
Examples. 



66. (New) A method according to claim 63, wherein said antibody of step 
(b) is immobilized to a solid phase. 

67. (New) A method according to v claim 63, wherein said antibody of step 
(b) is labeled. 

68. (New) A method according to cleiim 63, wherein said antibody of step 
(b) is contacted with said (i) TSH receptor or\(ii) TSH receptor fragment prior to 
contact of said (i) TSH receptor or (ii) TSH receptor fragment with said sample of 
body fluid being screened in step (c). 
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69. (New) A method according to claim 63, wherein said antibody of step 
(b) is contacted with said (i) TSH receptor or (ii) TSH receptor fragment concurrent 
with or after contact of said (i) TSH receptor or (ii) TSH receptor fragment with said 
sample of body fluid being screened in step (c). 



70. (New^) A method according to claim 63, wherein step (c) further 
comprises contacting a competitor capable of binding with said first epitope region 
of said (i) TSH receptor or (ii) TSH receptor fragment with said (i) TSH receptor or 
(ii) TSH receptor fragment, said sample of body fluid being screened and said 
antibody as provided bystep (b). 



71. (New) A mett^od according to claim 70, wherein said competitor is 
selected from the group consisting of TSH, a monoclonal antibody and a 
recombinant antibody. 




72. (New) A method according to claim 70, wherein said competitor is 
labeled. 

73. (New) A method according to claim 70, wherein said competitor is 
immobilized to a solid phase. 



74. (New) A method according to claim 70, wherein said competitor is 
contacted in step (c) with said (i) TSH receptor or (ii) TSH receptor fragment after 
contact of said (i) TSH receptor or (ii) TSH receptor fragment with said antibody of 
step (b). 



75. (New) A method according to claim^70, wherein said competitor is 
contacted in step (c) with said (i) TSH receptor or (ii) TSH receptor fragment before 



USSN: 09/494,751 

Attorney Docket No: 0769.001 36 - 5 - 



or concurrent with contact of said (i) TSH receptor or (ii) TSH receptor fragment with 
said antibody of step (b). 



76. (New) A method according to claim 63, which further comprises, during 
or after step (c), confacting a binding agent specific for said autoantibodies present 
in said sample of body fluid being screened with said (i) TSH receptor or (ii) TSH 
receptor fragment, said v sample of body fluid being screened and said antibody of 
step (b). 



77. (New* A kit for use in screening a sample of body fluid for 
autoantibodies to (i)\a TSH receptor, or (ii) at least a TSH receptor fragment, which 
kit comprises: 

(a) a sburce of (i) a TSH receptor or (ii) a TSH receptor fragment, 
said (i) TSH receptor or\(ii) TSH receptor fragment each having at least first and 
second distinct epitope regions, wherein autoantibodies to said (i) TSH receptor or 
(ii) TSH receptor fragment bind to said first epitope region but not said second 
epitope region; 

(b) at least one antibody, or fragment thereof, capable of binding 
to said second epitope region oAsaid (i) TSH receptor or (ii) TSH receptor fragment; 

(c) means for contacting said (i) TSH receptor or (ii) TSH receptor 
fragment of (a) with at least said sample of body fluid being screened and said 
antibody of (b), whereby said contacting means allow: 

autoantibodies when present in said sample of body fluid being 
screened to bind to said first epitope \egion of said (i) TSH receptor or (ii) TSH 
receptor fragment; and 

said antibody of (b) \o bind to said second epitope region of 
said (i) TSH receptor or (ii) TSH receptor fragment; and 
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(d) means for monitoring binding of said autoantibodies and said 
(i) TSH receptor or (ii)\TSH receptor fragment, so as to provide an indication of the 
presence of autoantibodies to said (i) TSH receptor or (ii) TSH receptor fragment in 
said sample of body fluid being screened. 

78. (New) A Wit according to claim 77, wherein said antibody of (b) 
comprises a monoclonal antibody, or a recombinant antibody, or fragment thereof 
capable of binding to said second epitope region of said (i) TSH receptor or (ii) TSH 
receptor fragment. \ 

3 I 
7& (New) A kit according to claim 7"f, wherein said antibody of (b) 

comprises a monoclonal antibody or fragment thereof obtainable by the Examples. 

(New) A kit according to claim 7f , wherein said antibody of (b) is 
immobilized to a solid phase. 

r i 

#1. (New) A kit according to claim wherein said antibody of (b) is 
labeled. 

82. (New) \a kit according to claim 77, wherein said contacting means are 
such as to enable contact of said antibody of (b) with said (i) TSH receptor or (ii) 
TSH receptor fragment prior to contact of said (i) TSH receptor or (ii) TSH receptor 
fragment with said sample of body fluid being screened. 

83. (New) A kit according to claim 77, wherein said contacting means are 
such as to enable contact of said antibody of (b) with said (i) TSH receptor or (ii) 
TSH receptor fragmenAconcurrent with or after contact of (i) TSH receptor or (ii) 
TSH receptor fragment wJth said sample of body fluid being screened. 
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84. (New) A kit according to claim 77, which further comprises a competitor 
capable of binding with said first epitope of said (i) TSH receptor or (ii) TSH receptor 
fragment and whereby salid contacting means are such as to enable contact of said 
competitor with said (i) TSH receptor or (ii) TSH receptor fragment, said sample of 
body fluid being screened end said antibody of (b). 

3 \ S 

j*5. (New) A kit according to claim wherein said competitor is selected 
from the group consisting of TSH, a monoclonal antibody and a recombinant 
antibody. 

10 ? 

(New) A kit according to claim 84, wherein said competitor is labeled. 

11 * 

&f . (New) A kit according to claim wherein said competitor is 
immobilized to a solid phase. 

88. (New* A kit according to claim 84, wherein said contacting means are 
such as to enableVontact of said competitor with said (i) TSH receptor or (ii) TSH 
receptor fragment Wer contact of said (i) TSH receptor or (ii) TSH receptor 
fragment with said antibody of (b). 

89. (New) A kit ^according to claim 84, wherein said contacting means are 
such as to enable contact\pf said competitor with said (i) TSH receptor or (ii) TSH 
receptor fragment before o\ concurrent with contact of said (i) TSH receptor or (ii) 
TSH receptor fragment with said antibody of (b). 

90. (New) A kit according to claim 77, which further comprises a binding 
agent specific for said autoantibodies present in said sample of body fluid being 
screened and whereby said contacting means are such as to enable contact of said 
binding agent with said (i) TSH receptor or (ii) TSH receptor fragment, said sample 
of body fluid being screened and said antibody of (b). 



